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Sir: 

Pursuant to the duty of disclosure under 37 C.F.R. §§1.56 3 1.97 and 1.98, the Applicant 
requests consideration of this Information Disclosure Statement. 

PART I: Compliance with 37 C.F.R. §1.97 
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date of a National Application other than a continued prosecution application under 37 C.F.R. 
§1.53(d). 
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PART II: Information Cited 

The Applicant hereby makes of record in the above-identified application the information 
listed on the attached form PTO-1449 (modified). The order of presentation of the references 
should not be construed as an indication of the importance of the references. 

The Applicant hereby makes the following additional information of record in the 
above-identified application. 

The Applicant would like to bring to the Examiner's attention the following co-pending 
applications that may contain subject matter related to this application: 



Docket No. 


Serial No. 


Filing Date 


Inventorfs) 


P0453.70109USOO 


10/163,482 


June 5, 2002 


Moss et al. 


P0453.70110US00 


10/278,630 


October 23, 2002 


Foss et al. 


P0453.70110US01 


10/779,129 


February 12, 2004 


Foss et al. 


P0453.70112US01 


10/821,813 


April 8, 2004 


Boyd et al. 


P0453.70113US00 


10/357,669 


February 4, 2003 


Foss et al. 


P0453.70113US01 


10/779,128 


February 12, 2004 


Foss et al. 


P0453.70113US02 


10/778,268 


February 12, 2004 


Foss et al. 


P0453.70113US03 


10/785,320 


February 12, 2004 


Foss et al. 


P0453.70113US04 


10/785,668 


February 24, 2004 


Foss et al. 


P0453.70114USOO 


10/358,560 


February 5, 2003 


Foss et al. 


P0453.70115US01 


10/821,811 


April 8, 2004 


Sanghvi et al. 



The following are remarks concerning the other information cited: 
PART III: Remarks 

Documents cited anywhere in the Information Disclosure Statement are enclosed unless 
otherwise indicated. It is respectfully requested that: 

1 . The Examiner consider completely the cited information, along with any other 
information, in reaching a determination concerning the patentability of the present claims; 
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2. The enclosed form PTO-1449 be signed by the Examiner to evidence that the cited 
information has been fully considered by the Patent and Trademark Office during the 
examination of this application; 

3. The citations for the information be printed on any patent which issues from this 
application. 

By submitting this Information Disclosure Statement, the Applicant makes no 
representation that a search has been performed, of the extent of any search performed, or that 
more relevant information does not exist. 

By submitting this Information Disclosure Statement, the Applicant makes no 
representation that the information cited in the Statement is, or is considered to be, material to 
patentability as defined in 37 C.F.R. § 1.56(b). 

By submitting this Information Disclosure Statement, the Applicant makes no 
representation that the information cited in the Statement is, or is considered to be, in fact, prior 
art as defined by 35 U.S.C. §102. 

Notwithstanding any statements by the Applicant, the Examiner is urged to form his own 
conclusion regarding the relevance of the cited information. 

An early and favorable action is hereby requested. 



Respectfully submitted, 
Sanghvi et al., Applicant 




Edward R. Gates, Reg. N\j. 31,616 
Wolf, Greenfield & Sacks, P.C. 
600 Atlantic Avenue 
Boston, Massachusetts 02210-221 1 
Telephone: (617) 646-8000 
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Cite 
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U.S. Patent Document 


Name of Patentee or Applicant of Cited 
Document 


Date of Publication or of issue 
of Cited Document 
MM-DD-YYYY 


Number 


Kind 
Code 




A1 


onni /^\(\^ %a i i 

ZUU l/UU 1 o^f 1 J 


A 1 

Al 


Crain, et al. 


08-30-2001 




A2 


ZUUZ/UUZooZj 


A 1 


Foss, et al 


03-07-2002 




A3 


9001 /OOUSA^ 


A 1 
Al 


Oshlack, et al. 


10-25-2001 




A4 


9001 /007^/17^ 
ZUU1/UUJ04 /o 


A 1 
Al 


Oshlack, et al 


11-01-2001 




A5 


9001 /00/1700^ 


A 1 

Al 


Farrar, et al 


11-29-2001 




A6 


4,1 /0, 150 




Goldberg, et al. 


11-27-1979 




A7 


4,7 iy,zi J 




Goldberg 


01-12-1988 




A8 


4,oOl, fol 




Goldberg 


08-29-1989 




A9 


/, l jo 




Kreek, et al 


01-22-1991 




A10 


c i n") 007 
j,1UZ,oo / 




Goldberg 


04-07-1992 




A11 


^ 9TO Q9Q 
D,Z /\),jZo 




Cantrell, et al. 


12-14-1993 




A12 


c /no Q^l 




Crain, et al. 


12-05-1995 




A13 


1Z,D /o 




Crain, et al 


04-30-1996 




A14 


< nan 19^ 




Crain, et al 


06-16-1998 




A15 


j, 01 1,4j 1 




Minoia, et al 


09-22-1998 




A16 


S 866 1 64 




Kuczynski, et al. 


02-02-1999 




A17 


5,958,452 




Oshlack, et al 


09-28-1999 




A18 


5,972,954 




Foss, et al 


10-26-1999 




A19 


6,096,756 




Crain, et al 


08-01-2000 




A20 


6,194,382 


Bl 


Crain, et al. 


02-27-2001 




A21 


6,261,599 


Bl 


Oshlack, et al 


07-17-2001 




A22 


6,274,591 


Bl 


Foss, et al 


08-14-2001 




A23 


6,395,705 


B2 


Crain, et al 


05-28-2002 




A24 


6,419,959 


Bl 


Walter, et al 


07-16-2002 




A25 


6,451,806 


B2 


Farrar 


09-17-2002 




A26 


6,559,158 


Bl 


Foss, et al 


05-06-2003 




A27 


6,608,075 


Bl 


Foss, et al 


08-19-2003 




A28 


RE36.547 




Crain, et al 


02-01-2000 




A29 


2002/0188005 


Al 


Farrar, et al 


12-12-2002 



FOREIGN PATENT DOCUMENTS 



Examiner's 
Initials 


Cite 
No. 


Foreign Patent Document 


Name of Patentee or Applicant of Cited 
Document 
(not necessary) 


Date of 
Publication of 
Cited Document 
MM-DD-YYYY 


Translation 
(Y/N) 


Office/ 
Country 


Number 


Kind 
Code 




B1 


AU 


610,561 




Shelley 


08-17-1988 






B2 


CA 


1,315,689 




The University of Chicago 


04-06-1993 






B3 


EP 


0278821 


Al 


Shelly (Abstract) 


08-17-1988 
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B4 


EP 


0352361 


Al 


The Rockefeller University 


01-31-1990 






B5 


EP 


278,821 


Al 


Marc Yves Shelly (Derwent Abstract) 


AO 1*7 i noo 

08-17-1988 






B6 


EP 


306,575 


Bl 


The Univ. of Chicago 


03-15-1989 






B7 


EP 


352,361 


Al 


The Rockefeller University 


A 1 1 1 1 AAA 

01-31-1990 






B8 


EP 


760,661 


Bl 


Minoia, et al 


1 ^ "5 A 1 AAO 

12-30-1998 






B9 


JP ' 


2,625,457 


B2 


s-\ 111 /"T^V i A 1 a a\ 

Goldberg (Derwent Abstract) 


A*7 AO 1 AA*7 

07-02-1997 






pin 


M7 


OOO Q1 1 




i no univ. oi v^mcagu 


19-1 4-1 087 






B11 


WO 


83/03197 


Al 


The Rockefeller University 


09-29-1983 






B12 


wo 


88/05297 


Al 


Shelly 


07-28-1988 






B13 


wo 


95/31985 


A2 


Minoia, et al. 


11-30-1995 






B14 


wo 


97/33566 




Alza Corp. 


09-18-1997 






B15 


wo 


98/25613 




Klinge Pharma GmbH 


06-18-1998 


Yes 




B16 


wo 


01/13909 


A2 


Critical Care Pharm. 


03-01-2001 






B17 


wo 


01/37785 


A2 


Adolor Corp. 


05-31-2001 






B18 


wo 


01/41705 


A2 


Adolor Corp. 


06-14-2001 






B19 


wo 


01/42207 


A2 


Adolor Corp. 


06-14-2001 






B20 


wo 


01/85257 


A2 


Pain Therapeutics, Inc.. 


11-15-2001 






B21 


wo 


02/060870 


A2 


Adolor Corp. 


08-08-2002 





OTHER ART — NON PATENT LITERATURE DOCUMENTS 



Examiner's 
Initials 


Cite 
No 


Include name of the author (in CAPITAL LETTERS) title of the article (when appropriate), title of the item 
(book, magazine, journal, serial, symposium, catalog, etc.), date, relevant page(s), volume-issue number(s), 
publisher, city and/or country where published. 


Translation 
(Y/N) 




C1 


AKINBAMI et al, Effect of a peripheral and a central acting opioid antagonist on the testicular response to 
stress in rats. Neuroendocrinology. 1994 Apr; 59(4): 3 43 -8. 








C2 


AMIN et al., Efficacy of methylnaltrexone versus naloxone for reversal of morphine-induced depression of 
hypoxic ventilatory response. Anesth Analg. 1994 Apr;78(4):701-5. 








C3 


AMIR, Naloxone improves, and morphine exacerbates, experimental shock induced by release of endogenous 
histamine by compound 48/80. Brain Res. 1984 Apr 9;297(l):187-90. 








C4 


AMIR et al., Endorphins in endotoxin-induced hyperglycemia in mice. Arch Toxicol Suppl. 1983;6:261-5. 








C5 


ARGENTIERI et al., Interaction of the opiate antagonist, naltrexone methyl bromide, with the acetylcholine 
receptor system of the motor end-plate. Brain Res. 1983 Oct 31;277(2):377-9. 








C6 


BARATTI et al., Brain opioid peptides may participate in the reversal of pentylenetetrazol-induced amnesia. 
Methods Find Exp Clin Pharmacol. 1990 Sep;12(7):451-6. 








C7 


BEDINGFIELD et al., Methylnaltrexone attenuates taste aversion conditioned by low-dose ethanol. Alcohol. 
1998Jan;15(l):51-4. 








C8 


BIANCHETTI et al., Quaternary derivatives of narcotic antagonists: stereochemical requirements at the chiral 
nitrogen for in vitro and in vivo activity. Life Sci. 1983;33 Suppl 1 :415-8. 








C9 


BIANCHI et al., Quaternary narcotic antagonists' relative ability to prevent antinociception and gastrointestinal 
transit inhibition in morphine-treated rats as an index of peripheral selectivity. Life Sci. 1982 May 
3 1;30(22): 1875-83. 








C10 


BICKEL, Stimulation of colonic motility in dogs and rats by an enkephalin analogue pentapeptide. Life Sci. 
1983;33 Suppl 1:469-72. 








C11 


BLANK et al., Central, stereoselective receptors mediate the acute effects of opiate antagonists on luteinizing 
hormone secretion. Life Sci. 1986 Oct 27;39(1 7): 1493-99. 








C12 


BRIX-CHRISTENSEN et al., Endogenous morphine is produced in response to cardiopulmonary bypass in 
neonatal pigs. Acta Anaesthesiol Scand. 2000 Nov;44(10): 1204-8. 








C13 


BROWN et al., Opiate antagonists: central sites of action in suppressing water intake of the rat. Brain Res. 1981 
Sep28;221(2):432-6. 
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C14 


BROWN et al., Reversal of morphine-induced catalepsy in the rat by narcotic antagonists and their quaternary 
derivatives. Neuropharmacology. 1983 Mar;22(3):3 17-21. 








C15 


BROWN et al., The use of quaternary narcotic antagonists in opiate research. Neuropharmacology. 1985 
Mar;24(3): 181 -91. Review. 








C16 


CALCAGNETTI et al., Quaternary naltrexone reveals the central mediation of conditional opioid analgesia. 
Pharmacol Biochem Behav. 1987 Jul;27(3):529-3 1 . 








C17 


CHANG et al., An antiabsorptive basis for precipitated withdrawal diarrhea in morphine-dependent rats. J 
Pharmacol Exp Ther. 1 984 Feb;228(2):364-9. 








C18 


CULPEPPER-MORGAN et al., Treatment of opioid-induced constipation with oral naloxone: a pilot study. Clin 
Pharmacol Ther. 1992 Jul;52(l):90-5 (ABSTRACT ONLY). 








C19 


EISENBERG, Effects of naltrexone on plasma corticosterone in opiate-naive rats: a central action. Life Sci. 
1984 Mar 19;34(12):1 185-91. 








C20 


FERNANDEZ-TOME et al., Interaction between opioid agonists or naloxone and 5-HTP on feeding behavior in 
food-deprived rats. Pharmacol Biochem Behav. 1988 Feb;29(2):387-92. 








C21 


FOSS, A review of the potential role of methylnaltrexone in opioid bowel dysfunction. Am J Surg. 2001 
Nov;182(5A Suppi):19S-26S. Review. 








C22 


FOSS et al., 1995 Annual scientific meeting of the American Society of Anesthesiologists. Atlanta, Georgia, 
October 21-25, 1995. Abstracts. Anesthesiology. 1995 Sep;83(3A Suppl):A361. 








C23 


FOSS et al., Prevention of apomorphine- or cisplatin-induced emesis in the dog by a combination of 
methylnaltrexone and morphine. Cancer Chemother Pharmacol. 1998;42(4):287-91. 








C24 


FOSS et al., Safety and tolerance of methylnaltrexone in healthy humans: a randomized, placebo-controlled, 
intravenous, ascending-dose, pharmacokinetic study. J Clin Pharmacol. 1997 Jan;37(l):25-30. 










FOSS et al., Dose-related antagonism of the emetic effect of morphine by methylnaltrexone in dogs. J Clin 
rnarmacoi. lyyj Aug,jj(oj./4/oi. 










FOSS et al., Effects of methylnaltrexone on morphine-induced cough suppression in guinea pigs. Life Sci. 










FOSS et al., Methylnaltrexone reduces morphine-induced postoperative emesis by 30%. Anesth Analg. 

i no a .to.o 1 in 

iyy4;/o:oi iy. 










FRANCE et al., Comparison of naltrexone and quaternary naltrexone after systemic and intracerebroventricular 
administration in pigeons. Neuropharmacology, lyo/ Jun,zo(o).j4i-o. 






' 




FRANCE et al., Intracerebroventricular drug administration in pigeons. Pharmacol Biochem Behav. 1985 
Nov;z3p): /j l-o. 










FRIEDMAN et al., Opioid antagonists in the treatment of opioid-induced constipation and pruritus. Ann 
rnarmacotner. 2UU1 Jan;3j(l).o5-yi. Review. 










GMEREK et al., Independent central and peripheral mediation of morphine-induced inhibition of 
gastrointestinal transit in rats. J rnarmacoi bxp iner. iyoo jan,zio(i j.o-i J. 








OoZ 


HEIN et al., Pharmacological analysis of the discriminative stimulus characteristics of ethylketazocine in the 
rhesus monkey. J rnarmacoi bxp Iner. lyel Jul,zlo(l).7-l5. 










HOWD et al Naloxone and intestinal motilitv Fxnerientia 1978 Oct 15'34n0V1310-l 








C34 


JALOWIEC et al., Suppression of juvenile social behavior requires antagonism of central opioid systems. 
Pharmacol Biochem Behav. 1989 Jul;33(3):697-700. 








C35 


JANKOVIC et al., Quaternary naltrexone: its immunomodulatory activity and interaction with brain delta and 
kappa opioid receptors. Immunopharmacology. 1994 Sep-Oct;28(2): 105-12. 








C36 


KAUFMAN et al., Role of opiate receptors in the regulation of colonic transit. Gastroenterology. 1988 
Jun;94(6):1351-6. 








C37 


KIM et al, Assay for methylnaltrexone in rat brain regions and serum by high-performance liquid 
chromatography with coulometric electrochemical detection. Chromatographia. 1989 Oct;28(7-8):3 59-63. 








C38 


KINSMAN et al., Effect of naloxone on feedback regulation of small bowel transit by fat. Gastroenterology. 
1984 Aug;87(2):335-7. 








C39 


KOBLISH et al., Behavioral profile of ADL 8-2698, a novel Gl-restricted u opioid receptor antagonist. Society 
for Neuroscience Abstracts. 2001;27(2):2407. 








C40 


KOBYLECKI et al., N-Methylnalorphine: definition of N-allyl conformation for antagonism at the opiate 
receptor. J Med Chem. 1982 Nov;25(l 1): 1278-80. 








C41 


KOCZKA, et al., Acta Chimica Academica Scien. Hung. (1967) 51(4), 393-02 
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C42 


KOOB et al., Effects of opiate antagonists and their quaternary derivatives on heroin self-administration in the 
rat. J Pharmacol Exp Ther. 1984 May;229(2):481-6. 








C43 


KOTAKE et al., Variations in demethylation of N-methylnaltrexone in mice, rats, dogs, and humans. 
Xenobiotica. 1989Nov;19(ll):1247-54. 








C44 


KROMER et al., Endogenous opioids, the enteric nervous system and gut motility. Dig Dis. 1990;8(6):361-73. 
Review. 








C45 


KROMER et al., The 'current status of opioid research on gastrointestinal motility. Life Sci. 1989;44(9):579-89. 
Review. 








C46 


LEANDER, A kappa opioid effect: increased urination in the rat. J Pharmacol Exp Ther. 1983 Jan;224(l):89-94. 








C47 


LITTLE, et al., Society for Neuroscience Abstracts, 27 (2); 2001, p. 2407 








C48 


LIVINGSTON et al., Postoperative ileus. Dig Dis Sci. 1990 Jan;35(l):121-32. Review. 








C49 


LYDON et al., ESA Free Paper Prize Competition. Eur J Anaesthesiol. 2001 Apr;18 Suppl 21:92. 








C50 


T Y^T P pt al Modulation of immiinp status hv a ponHitionpH avpr«;ivp <;timiilu<;* pviHptipp for thp involvpmpnt of 

Lj I kjLuL-i wl £11., IVlUViUldLlvll Ul 111111111111/ J vUliUl Uwll vU dVWlJlYv JlllllUIUJ. VVlUVMVv l\J I LI 1 w 111 VVrl WMlVlli \Jl 

endogenous opioids. Brain Behav Immun. 1992 Jun;6(2): 179-88. 








C51 


MACTNJAN et al The hindinp ^nectnim nf narcotic analgesic dmps with different agonist and antagonist 

i. w 1-/VVJ 1 ^ 4\l V VI Ol.j I 11V L/lllVllllg, JpWll 14111 yjl I1U1 VUUV CUlCllbVdlV UlUgg W1L1I U111WI vlll Cl^CflllkJt IU1U CUllUgUlllJl 

properties. Naunyn Schmiedebergs Arch Pharmacol. 1982 Jun;3 19(3): 197-205. 








C52 


MANARA, et al., Adv. Endog. Exog. Opioids, Poroc. Int. Narc. Res. Conf., 12th (1981), 402-4 








C53 


MANARA et al The central and nerinheral influences of onioids on pastrointestinal nronulsion Annu Rev 
Pharmacol Toxicol. 1985;25:249-73. Review. 








C54 


lMTfKT FV pt al Onatprnarv naltrpvnnp rpvprQPS mnrnhinp-inHuppH hphavior^ PhvQiol Rphav 1Q8S 
iviiv^lVLvl^ l Cl al., \<Liaidllal y iiolllCAUiic icvtisto uiui jJiniiv uiuuvtu utiiaviuis. i iiyoisji utiiav. i/oj 

Aug;35(2):249-53. 








C55 


MT^IR A pt al Tntravpnnns Vinptirs and mptaho1i«sm of T1 S 1 6-^lTlnaltrpYoniiim mpthiodiHp in the rat T Pharm 

IVllOIVrV Vl ul., Ill LI <XV ClIUU 3 rilll&lllo OllU lilt laUvJHDlll Ul J_ 1 «J, 1 \J JI lJllulLl tAV/lllUlll IHt-llllVJVJlUfc 111 tllW ICll. J 1 Iiailll 

Pharmacol. 1987 Mar;39(3):225-7. 








C56 


\40FRMAN pt al Evaluation of mpthvlnaltrpvnnp for thp rpdnrtion of nostonerative vomiting and nausea. 

1V1 v^/l_/l VI Vl/\1 >l Gl ul., Lj VdlUdLlVJll KJx llltLllJ' Illulll &AU11W lv»l Lilt l^UUbllUll Ul JJW1 UL1 V \/ YUllULlllg OllU llaUOLU 

incidences. Acta Anaesthesiol Belg. 1995;46(3-4): 127-32. 










MO<^ pt al N Fnal T MpH OftO?} 146 (G\ 4^5 








C58 


iVTTTfT-lA Tc thp mntivatinnal pffppt nf nniatp withHrau/al rpflpptpH hv rommnn Qnmatic tnrlicp^ of nrppinitatpH 
I vi tflAj la liic iiiuu vaiiuiiai viivvi ui ujjiaic wiuiuiavvai iciitcLwu uy vuiiiiiiuu DUinaiii^ uiuivvo kjl jji vtipiLaitu 

withdrawal? A place conditioning study in the rat. Brain Res. 1987 Aug 25;418(2):2 14-20. 






» 


C59 


\4T If^T-IA Tactp avprcinn invnlvino rpntral nntniH nntnonnism iq nntpntiatpH in mornhinp-HpnpnHpnt rats 1 ifp 
iviuv^rxr\, i ooic avtidiuu iiivuiviiij^ ttiui ai uljiuiu aiiiaguiiiaiu 10 puitiiLiaLtu in uiui jjiiiiiu u^jjuiiuv^iiL lata. Lilt 

Sci. 1989;45(8):671-8. 








C60 


MURPHY et al., Anesthesiology, Sept. (1999), 91 (3A) p. A349 (Abstract) 
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